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Attorney Til* No.: 4369-1 

(fciuicrlyCytoOOl) 

For: METHOD FOR ENHANCING 
IMMUNE RESPONSES IN 
MAMMALS 

S - « 
Assistant Conamsstower for Patents 
Washington, D-C- 20231 

Dear Ski ' 
We, D- HbweJI sad Chetyl L. Setiraky. *«lan! as follows: 

!. I am a c o-inv*ntor of the ebovt-nrffeftticsd patsm application U femiliax *ith 

* * * " '* i 

tfie HppEeaticri. ' 

Ait* FiniU Rejection to nnOfiicr amrifogdate of December 20 2000- 

' 3 TbsfeJI^oWsioalsi"^ 
M 5 10-27, 34, 37-38; 4(M2. and 50-5& mute § 103- These c«rW M been 

is provided at Examiner's suggcstiotL 
r^ yrtisaion of Lcn.t£ 

The Exaitto* coutauls *al Lenteteachtotbe ^ticaofblwdJntoap^coropemmt 
aodac.Uuhr component. Whiletente «^l*B«th« h i. posribleto .cpuafc phsff- fem to 
blood itis submitted lhatLe te^tf&e^e^a^^ 

wtt. cornered fortndespmd^ W d i= "Mtyay «*4*Sr dbkri Therefc*. ft. 
Unt zn b«n»,«bett,ist gUyambigw^ this point. , . j , 

! 
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SeC oad, * separation of eettulac and .rtdtt compone** offers mlmS® Lf^inthe 
octet*!**. L«t^.««Wrf«#.^^^P^ tebW ^* . 
filter ft* «p«*» **» in the Wood based an *«. Tbettfer*. there is no advance to be 
obtained* fi^^BH^ethe^^toccMaraod^h^con^t,, to p**«ngtbe 
™^ a«t the Site*. Indeed, „chi^*ta*ouhll» *n .dded end mm step * 
the method cfLent* A* d* - of X*» * *• Exaaoinsr » a teeohins of an *f 
plssm 8epar8D on in the *** ~jec*m under 35 U.S.C * 103 b not epprntmate because the 
C^^of Mm atm,^ ^biguous, ^^>^e no advantage Lent, P-=^ 
ol^cdVeepBratiogcdtolar and accltularco^o^ of «hol*blood. Tbei*fei..Le^**. 
^ ^vidc any to conto the »bi0»»* discussion in L**z «fch the o*cr e*. 

references in *c manner suggested by the Bxaminer. 

ta con*«toLeirtz.*ndiaf^^^ . 
pr^t appli ceUon, there ^ .ig^^^^notr.cosm^ atsv^ ^P™^ _ 
T 9 ;ipiSs the aeelluta to*«on ton the eellutar Section to te*mml of the bo«My 
Hi* it is noted that frepreaent method he* the advantage overtax of selectively Roving the 
ttrgsUd M system iflhibitoi trffho* ifleetfcg the action of deitable itamune system 
stinvtfato* and olfccr bkqd compel This advantage iaagnificwtly Bnhwcedbytrartmgonly 
theaceltoJar portion oftbebtood. Spcrift^catabofthemotecuto targeted ibr removal bythe 
mcmod of thepi^cnt invention ^ stable components *Mcb typify bind to an iinnroo system 
Rfanfltf*. These soluble component often are hoowlogucs.of Wading p«tner for the 

imnnwe systen Aviator, audi that the initios bctv^i&cimm^ svsyrniatinwUtor aafltbe 
<rfh*HndiA6p*taff is inhibited by Abiding ofthe soluble component to thctnunune syBtoro 
rtbod**. Sin« the other biw&w p*tner.k fkquently » cdl-as-ocitted binding partner <J.e., .to 
prcrcntw^lsuri^^ 

immune «y*em Inhibhot mKM Mr * kwlW ccU**sccf*S«f bk«tin B partner. For 
CT ^)c,^Blis 3 «olubl B T C cq>t 0 rt OT T^ B m 1 dTWP, which 

dew of the mate*- W tor (mTNFRI) for IMF. ^ * Tin, proteolysis »fa»« the 
extraeeUoJar domain of theWTOFRI from the pelt wif*e«nd all*** U to dif&a* fredy .nto the 
extr^utoipace. The t*WRI, thus produced, rrfaiM fully the ability to bind TNFo and pwxth 
high affinity. Bindins ofTNTa and Pby dw bTNFRI P«vent» TNFa and P ft^ binding to tb* 
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c^slirfdng of tntNPBl by TOF« aad p also » inhibit Due * the significant structural 
similarity bctwrai *TWBI and cVTOFM, contact of whole blood *«b a binding partner nam 
with sTNFRJ would p^t T^diflg to both Ibe aTNEM in cjicultfiot W the jnTNFRl pttstnt on 
cell surfaces. This «ould tare due cc-wequeww for H* patient, android contradict the goals of 
the presort method for sev^l reasons. First, bidding fce buriiag to mTNFRl * D uld 

bl<*fc * mg^mcnt by TNP* a=d fl, fcu> eMvcfr reducing TNF-induced inmr^ responses. 
S^od, blading of an Stabilized bbdhlfi ?***r to nlTNFKI would effect the depletion of 
mTl^i-b^rfnfi leukocyte fro* ^faoleWood, thereby dnrrirrirfiMB irtinume competence. Hard, 
nd ml .BHtairablc, binding Tan tafljNW^pWte^^W***" 
rc^tjand ^ thertr&re. as «o agonist ofTNFa and p. Tbte ™uM produce very sigmfbwrt and 
potentially fetal toxicities similar to those observed in human clinical trials of infosioaal TNFa. 

iysepwalingthe^oleblood^^lWVand cellular corapoBeotsinthoclajmedoWthod, 
these l Jues are avoided and the advantages of selsotivoly removing the targeted immune ayste* 
i^noj wWle/w/V«^^ other Wood components 

is achieved. Since twtedcesiiot teach or luge^taoysdectfrcrinr^ 
advantages can not be realized by the metbod of Lejjts. 



pf^iiwftri of StsHBBlCV : . 

The fcemmer contends ft* the reference of ScMnaky actj. teach that the soluble TNfHlis 
^rnovedby Ukr^hQT^b [sic], that ^tbthe^l^orUntz, onewouldtattwito soluble 
imaninesyatEmixihaiiOKeanbe remold fion»*bole blood. TtoExanxroerhasaUopoiBtcdtoihe 
statemeirtin^liMfcyet aL: «fw]e, therefore, pippo^fh^dcvdopmert ofntethoda and/or leageos 
-captbte-of spwificalbH^ovaift^^ 
promising, strategies for c*oeer irorDumrtfaensjy." 

K is submitted that, although the statement in Seunslcy et aJ. may cause one of akill in tjia j^i 
to consider how to mttgonte or remow sTNFRI 6i jfi», such a statement is merely m iavi tadon 
toexp^ntejuatiottando^ 

approaches. Indeed, Sdmsky et el. provide aTTsohitely S^alte as to how one ofskili m the art 
odd go about such » task, but rat** esnmlly state tin* the ^erapeutic utility oscillating 
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sTNFRl levels in yivo has been denioittfrafcaF' and thai "sTNFRl effectively irihibite immune 
responses fn vfw audr.-ite modulation is a legitimate therapeutic avenue.' 1 It in submitted that on* 
of skill in the art, when presorted with an Javibtion to copulate *c effects of a soluble proiein, 
would look to ft variety of conventional approaches to remove or manipulate the effect* of diat 
soluble protein purivpu becaiiflc such appiua cbfrg are iho most clinically dewtaW e means of Creating 
a patienl Conventional thcxapc«itfc mantpntktton of the imrmane system typically involves the 
administration of an antibody, peptide piutcta, or small molecule that is dcaigneji to have a 
particular action in the patient Jn Act, wgnificiantr^searcih has been directed to systems that enable 
the defcvexy offluch reagents, induding Hposnrnes, targeting antibodies, combinations of liposome? 
mid antibodies, small particles, emulsions^ and other vehicles, 

One couventipiisa approach to modulating an immune rcspopsc m wvo is to introduce urto 
the subject a reagent that achieves pie goal of selectively aotjH&oxu&ipjgo* ijemoviog a target molecule 
once it is administered to a subject, jor.enpqU^ one method, fcrr nemoWug or blocking flie action 
of a soluble protein ifc wfw is to adiroffstar an Antibody that bUrfs to ; 3Hd effectively neutralizes the 
action of the target protein. Aitemativc&» a peptide or other eohibje binding partner that competes 
with .the target pro te in for binding, to the natural ligsnd can -be administered Aa yet another 
, alternative, a small molecule could be d^ignejiftiat target? snduexttralizes the action of tbe target 
protein* Drug design ibr such in vi+o ^Scatjom is a common Omapcutic approach when a target 
such as a soltxbk protein is salable. , •* . 

In contrast, to ttrm to aa ex vivo approjteh snch a& that cljairned in the present application is 
not conveatloaaJ. and indeed, would be much lew Ekdy to be coj*sidcre4 becawae it would 
eonventionaUy be considered to be less di^ect r !uioxe expensive, andmoze invasive 4fcan4he in viva 
approaches discussed above. Sudi a nsethotf requires ^ 

the critical bodily nnfds of (he patient than. 93 in vfvo approach. Therefore, to arrive at the claimed 
ex vivo method would not haw been an obvioui extension of the statements made in Sclin sky ct at 
that are referenced abcrve. 

4. . I hereby declare that afl ata tcjgffite nradc>e^^ that All- 

statements made on inionxiation and belief am believed to be true; and further that the statements 
ware made with the knowledge that willfbJ fafye statements and the Jfke so Tirade are punishable by 
fine or iinpriwnnjent, or both under Section 1001 of Title 13 of the United Stales Code, and that 
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such willful ftfee statements may jeopariftw tbc of the Object application or eay patajt 
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